Introduction
The number of patients with asthma exceeds 300 million globally.
1 Asthma constitutes a significant burden to patients and health care systems worldwide. According to Global Burden of Disease Study data in 2015, 26.2 million disability -adjusted life years were lost due to asthma and as much as 400 000 patients died of asthma.
2 The data on asthma burden are concordant with those demonstrating that the goals of treatment (including symptom control and prevention of exacerbations) are not achieved in a significant proportion of patients, 3,4 even though most patients (50%-75%) have mild disease.
5 Currently, asthma severity classification is based on the level of treatment intensity needed to control the symptoms and should be assessed after several months of controller treatment (TAbLE 1) . 6 Mild asthma is defined as the disease that is controlled with as -needed reliever medication alone ( Step 1) or with regular 
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Asthma affects about 300 million individuals worldwide. Although most patients have mild disease, the majority of them do not have good control and are at risk of exacerbations. Poor compliance with regular maintenance treatment is a considerable problem and is believed to be the main reason for poor control in asthma. In patients with moderate to severe asthma, maintenance and as -needed treatment with one inhaler containing an inhaled corticosteroid (ICS) and the long -acting inhaled β 2 -agonist formoterol has been proved effective in reducing the risk of severe exacerbations. Recently, the results of 2 large double -blind randomized trials assessing the use of as -needed budesonide/formoterol in patients with mild asthma, who had indications for a regular controller treatment, were published. In comparison with as -needed terbutaline treatment, as -needed budesonide/formoterol treatment improved symptom control and reduced the risk of exacerbations. In comparison with regular ICS treatment, exacerbation rates were similar, but regular treatment schedule was associated with better asthma control (despite a higher cumulative ICS dose). The results of these trials have shown that as -needed budesonide/ formoterol therapy has acceptable efficacy in mild asthma and may be viewed as a therapeutic option for these patients. As -needed treatment may be preferred by patients who fear the side effects of ICS treatment or by those who experience difficulty in following a fixed -dose regimen. Patients with mild asthma wishing to achieve optimal asthma control may prefer regular maintenance treatment with an ICS.
3.2% of ICS -treated patients with mild asthma had severe asthma exacerbation (compared with 5.5% of those receiving placebo). 25 
single -inhaler maintenance and rescue therapy
The availability of inhalers containing both an ICS and a long -acting β 2 -agonist (LABA) with a rapid onset of action (formoterol) led to the concept of symptom -driven asthma treatment. In this treatment approach, patients are advised to use only one inhaler containing both an ICS and a rapid--acting LABA as maintenance (twice daily), as well as for as -needed treatment when symptoms occur. Such an approach is sometimes referred to as MART (maintenance and reliever therapy). This approach has some advantages, including: 1) ICS dose is increased when symptoms are present and adjusted to symptom severity; 2) the inhaler contains a rapid -acting β 2 -agonist, so the effect of inhalation is immediately felt by the patient; and 3) the patient has the sense of a more active participation in therapy. The 2 latter benefits may potentially improve adherence to therapy, although this has not been formally studied.
The above approach to treatment has been studied in a number of RCTs, done mainly in patients with moderate to severe asthma. 35 who analyzed 8 studies which used the "current best practice" as the comparator (OR, 0.83; 95% CI, 0.70-0.98 for exacerbations requiring oral corticosteroid course). In both meta -analyses, MART was associated with a lower total dose of ICS. 34, 35 Consequently, the current guidelines allow a maintenance and reliever therapy with low -dose ICS/formoterol as an option in patients requiring Steps 3 to 5 treatment.
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The approach based on symptom -driven ICS dosing has now been studied in patients with milder asthma. A 6 -month RCT showed that as -needed treatment with beclomethasone (250 µg) and albuterol in a single inhaler had similar effects to regular treatment with beclomethasone (250 µg twice daily alone or 250 µg twice daily in a single inhaler with albuterol). 36 There were nonsignificant differences in lung function, daytime and nighttime symptom scores, as well as rescue medication use between the as -needed group and patients on regular beclomethasone treatment (or beclomethasone with albuterol). The number of exacerbations was similar in the as -needed and regular beclomethasone groups and lower compared with the regular beclomethasone and albuterol group. Another trial randomized patients with Data from multiple clinical trials indicate that ICS treatment leads to improved symptom control and a significant reduction in the risk of exacerbations 8-11 as well as a reduction of airway inflammation. 12 Unfortunately, according to real -life data, asthma is uncontrolled in more than 50% of patients, 4, 13 and most of them are at risk of exacerbations.
14, 15 Importantly, this is also true for the population with mild asthma, with the high proportion of subjects with uncontrolled asthma and the rate of severe exacerbations reported to range from 0.12 to 0.77 per patient -year. 16 One of the most important reasons for discrepancy between real -life observations and the results from clinical trials is the lack of patients' compliance with maintenance treatment.
17 A population--based survey has reported that only a minority of patients diagnosed with asthma received adequate treatment. 18 This may result from different socioeconomic factors, with the lack of compliance being clearly the important one, as only about 50% of patients are reported to adhere to treatment recommendations. 19 According to pharmacy data, the amount of asthma medication prescriptions filled was sufficient only for about 22% of the days of the year, and only less than 10% of patients continued treatment for longer than 1 year. 20 The mean adherence rate to ICS treatment ranges from 22% to 63%.
21 About one -fourth of asthma exacerbations may be related to nonadherence to ICS treatment. 22 Poor compliance has been reported in patients with asthma across all levels of disease severity: from mild to severe asthma.
23, 24 Moreover, some patients use controllers when symptoms are present, but stop regular treatment on achieving disease control, which leads to clinical deterioration. Finally, it has to be remembered still than even patients with mild asthma adequately treated with ICS are at risk for severe exacerbations: in a large randomized clinical trial (RCT) lasting 3 years, Step Preferred regular (controller) treatment Other option(s) As -needed treatment (reliever) The comparison with regular budesonide treatment yielded similar results in both trials despite some differences in study designs. In SYGMA 1, the rates and time to the first severe and moderate to severe exacerbations were among secondary outcomes, and they did not differ significantly between regular ICS and as -needed ICS/ LABA treatment. In SYGMA 2, the annual rate of severe exacerbations was the primary outcome, and the trial was able to confirm noninferiority of as -needed ICS/LABA compared with regular budesonide treatment. Neither trial found a difference in the number of severe exacerbations between as-needed ICS/formoterol treatment and regular ICS treatment (FIguRE 1) .
These studies used different methods to assess asthma control, but in both studies as -needed budesonide/formoterol was inferior to regular budesonide treatment. In SYGMA 1, the number of weeks with well -controlled asthma was the primary outcome, and control was assessed based on the use of as -needed medication, data from an electronic diary (including daytime symptom score, nighttime awakening and morning peak expiratory flow), and data on an additional use of inhaled or oral corticosteroids. In SYGMA 2, the percentage of reliever -free days and the Asthma Control Questionnaire -5 (ACQ -5) score were among the secondary endpoints. Compared with as -needed ICS/LABA use in patients on regular ICS treatment, the proportion of weeks with well -controlled asthma was significantly higher in the SYGMA 1 trial (44.4% vs 34.4%), whereas in SYGMA 2, the change in ACQ -5 score was larger by 0.11 points (95% CI, 0.07-0.15). Similarly, in both trials, regular ICS treatment led to a greater increase in lung function compared with as -needed combined budesonide/formoterol treatment. On the other hand, the ICS doses in as -needed budesonide/formoterol groups were mild and moderate asthma to a treatment with an ICS inhaled each time when a rescue inhaler was used or to regular treatment adjusted as per guidelines or based on exhaled nitric oxide levels. 37 The symptoms -based ICS dosing was similarly effective as regular ICS therapy in the 2 other trial groups (similar time to first treatment failure, treatment failure rates, symptom scores, or exacerbation rates). In both trials, cumulative doses of an ICS were lower in patients allocated to the symptom -driven treatment arm.
Recent data on intermittent inhaled corticosteroid dosing in mild asthma
Recently, the results of 2 large double -blind RCTs, SYGMA 1 (Symbicort Given as Needed in Mild Asthma 1) and SYGMA 2 (Symbicort Given as Needed in Mild Asthma 2), assessing as -needed use of ICS/LABA in mild asthma, were published. 38, 39 The studies included children aged at least 12 years and adults with mild asthma, who had indications for regular ICS treatment. Each study lasted 52 weeks and included about 4000 participants. Approximately half of the patients in both trials had uncontrolled asthma while using only as -needed short -acting inhaled β 2 -agonist (SABAs), whereas the other half had well -controlled asthma using low -dose ICS. In SYGMA 1, participants were randomized to one of the 3 arms: 1) the SABA (terbutaline) used as needed, 2) budesonide and formoterol in one inhaler (200 μg + 6 μg) used as needed, or 3) twice -daily budesonide (200 μg) and terbutaline as needed. In the first 2 arms, a matched placebo was used twice daily. 38 In SYGMA 2, patients were randomly assigned to twice -daily placebo with budesonide and formoterol inhaler (200 μg + 6 μg) used as needed or twice -daily budesonide (200 μg) with terbutaline used as needed. 39 In SYGMA 1, in comparison with as -needed terbutaline treatment, as -needed ICS/LABA treatment improved symptom control and reduced exacerbation risk. As -needed budesonide/formoterol increased the proportion of weeks with well -controlled 
These studies suggest that there is yet another therapeutic option for mild asthma, which allows clinicians to better tailor treatment to the individual patient's needs (TAbLE 2) . This new regimen may appeal to patients who are concerned about the side effects of ICS treatment (as the dose is much lower than in regular treatment), or to those who experience difficulty in following the fixed--dose regimen. On the other hand, patients willing to achieve optimal asthma control may choose regular ICS treatment. The art of medicine is the art of choice: with the new findings, we have yet another option to help effectively manage patients with mild asthma.
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Conclusions
The results of the SYGMA 1 and SYGMA 2 trials are consistent with previous studies conducted in patients with moderate to severe asthma. Therefore, there is now sound evidence that as -needed therapy with ICS and rapid -acting LABA is as effective in preventing exacerbations in patients with mild asthma as regular ICS dosing. The data also confirm that this therapy leads to better asthma control compared with as -needed use of short-acting β 2 --agonists, but inferior when compared with regular ICS dosing.
These findings have some practical implications. The currently preferred therapeutic option in patients with mild asthma and indications for regular controller is regular low -dose ICS treatment. This is still applicable in view of SYGMA 1 and 2 results because as -needed budesonide/formoterol treatment was inferior to regular ICS in terms of asthma control. However, as -needed budesonide/formoterol emerged as an alternative treatment because it is effective in preventing severe asthma exacerbations, which are a serious threat also in patients with mild asthma. This approach has 2 additional advantages. First, a similar reduction in the rate of exacerbations is achieved with a much lower ICS dose, which may alleviate concerns of patients about the side effects of ICSs. Second, as--needed (symptom -driven) dosing may be a practical solution in patients with poor adherence. It should be noted that adherence was high in both trials (about 79% and 63% in SYGMA 1 and SYGMA 2, respectively), and exceeded the rates typically observed in the real -life setting. An important consideration, however, is that regular 
